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Dear Sir: 

Responsive to the Requirement for Restriction, mailed July 3, 2001, 
applicant elects, with traverse, group II, claims 20-34, and 62-67, directed to a 
a method for the quantification of tumor cells in a body fluid. 

REMARKS 

Any fees that may be due in connection with filing this paper may be 
charged to Deposit Account No. 50-1213. If a Petition for Extension of t.me .s 
needed, this paper is to be considered such Petition. 
Traverse of finding of lack of unity 

The Examiner, recognizing that the rules of unity of invention under PCT 
Rule 1 3 1 apply to the instant case, urges that there is a lack of unity because the 
two groups do not relate to a single inventive concept. This conclusion is based 
upon the premise that the single general inventive feature between the two group 
is "mRNA encoding the catalytic subunit of human teiomerase." The Exam.ner 
urges that this mRNA is known (Genbank) and also urges that the method for 
quantifying mRNA is known in the art (U.S. Patent No. 5,726,019). Applicant 

respectfully disagrees. 

Claims in group I are directed to methods for quantification of tumor cells .n 
a body fluid by concentrating or dep.eting tumor cells in a sample of a body flu.d; 
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specific* BmP hfyin 9 mRNA coding for ,he catalytic subuni, o, teiomerase; and 
then q uant>,a,ive,y determining the amount o, amplified nucieic acid to thereby 
q uanti,ying tumor cells in a body fluid. Dependent Cairns specify part.culars o. the 

method, including the primers. 

Cairns in group are directed to methods for cuantification of tumor 
a body fluid by concentrating o, depleting tumor cells in a sampie of a body flu.d; 
specifically amplifying mRNA coding for the catalytic subunit o, teiomerase; and 
then cuantitatiyely determining the amount of amplified nucleic acd to here y 
q uan,ifying tumor cells in a body fluid. Claim 20 is directed to the method o 
claim f and specifies that the cells are concentrated by layering the body flu.d onto 
a cell separation medium and centrifuging the layered fluid and med.um. 
Dependent claims specify particulars, for example, regarding the cell separate 
medium. Hence group II is directed to the method of group I, and specfies 
particulars of the method, it is not directed to a method for concentrating tumor 
cells nor to an apparatus. Group I, is directed to a method for q uanti,icat,on of 
tumor ceils. Claim 1 specifies that the tumor cells are concentrated and group 
includes some specifics about the step of concentrating. 

Claims in group III are directed to specific primers and to a W contain, 
the primers. Dependent Cairns in group I, specify that these primers are used for 

amplification. 

Cited art 

U S. Patent No. 5,726,019 

This patent describes a method for diagnosing lung neoplasia and ,s based 
upon the discovery that a nucleic acid molecule that has as particular mutat.on 
associated with .una. neoplasia and that this nucleic acid molecule is present ,n 
detectable .eve.s in sputum specimens from patients with lung 
Patent No. 5,726,019 does not teach or suggest that the amount of mRNA 
encoding a cata.ytic subunit teiomerase can be used to cuantify tumor cel.s ,n a 
body fluid. U.S. Patent No. 5,726,019 does not teach or suggest anyth.ng 
regarding teiomerase or mRNA coding for the cata.ytic subunit of teiomerase. 
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Therefore it does not anticipate any of the pending claims. 
Genbank submission 

The Examiner states tha, the sequence of cDNA from mRNA encoding the 
cataiytic subuni, o, ,e,omerase is available from Genbank. Even assuming that 
such sequence ,s known, the disclosure thereof provides no ,each,ng suggestion 

, nf mRNA present in a body fluid can be used to quantitate tumor 

that the amount of mRNA presem. m y 

ce.ls. Furthermore, the Genbank submission does not teach or suggest the 
particular primers used in the instant methods or kits. 

Therefore it does not anticipate any of the pending c.a.ms. 

Selby (GB 2 260 811) 

Seiby is directed to methods for diagnosing malignant tumors ,r , w ,c to«a, 
m RMA is extracted from a sampie of body fiuid and reverse ,ranscr,bed ,n,o „DNA. 
lich is amplified using primers based upon a tissue-specific 
expressed in the body fluid, foliowed by analysis to determine whether such 
am ed oONA is present. Selby does not suggest using a gene for amplification 
hat is no, tissue specific nor does Selby suggest quantification o, tumor ce s ,n a 
body fluid. Seiby. thus teaches using a tissue-specific gene, not a gene that 

ubiquitously expressed. 

Seiby does not suggest using a gene for amplification that ,s no, t.ssue 
specific nor does Selby suggest quantification o, tumor cells in a body fluid. 
Selby does not suggest anything about the catalytic subuni, of telomerase no 
suggest ,ha, „ can be used for quan„«cat,on of tumo, cells in a sample o, body 
Zd Selby does no, ,each or suggest tha, the amount of ,he mRNA encoding the 
ca ,a,y,ic subuni, o, ,e,omerase can be de.eced in a body fluid nor that such a 
amount is related ,o ,he number of tumor cells in the fluid. Therefore ,t does no, 

anticipate any of the pending claims. 

Thus the instant Calms are Cearly novel and are no, ,augh, or suggested by 

,he combina.ion of cachings o, the cited references. Furthermore, the instant 
a P p cation teaches that the quantity o, mRNA that encodes the oataly o subun,, 
J telomerase correlates with telomerase activity be„er ,han ,he ~ 
BNA oomponen, o, teiomerase (International PCT application No. 97/18322, see. 
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U s application Serial Ho. 09/068,821). Furthermore, neither reference, singly or 
,n combination teaches or suggests the instantly claimed primers, used ,n the 
method and specified in dependent claims, and kits. 

Therefore, the claims of groups l-lll do no, lack unity and are so linked as to 
form a single inventive concept i.e. a method for quantifying tumor cells in a body 
„uid and primers used in the method. Accordingly, withdrawal of the lack of un„y 
objection and restriction requirement Is respectfully requested. 

Furthermore, if the claims are divided into these groups, particular groups 
and II applicant ultimately could be granted two patents, one directed to the 
method for quantifying tumor cells In a body fluid by concentrating or deplet.ng 
tumo, cells in a sample of a body fluid, specifically amplifying mRNA coding for 
the catalytic subuni, of telomerase; and then quantitatively determining the 
amount o, amplified nucleic acid to thereby quantifying tumor cells in a 
and a second paten, directed ,o ,he same me,hod, bu, specifying that the ceils are 
concentrated by layering ,he body fluid on,o a cel, separation medium and 
centrifuging the layered fluid and medium, if the second patent, which ,s d.rected 
tc claims that are encompassed within the claims the first patent, were to ,ssue 
firs, obviousness-type double patenting could no. be held. See MPEP 806, 
paragraph 3, which states: 

claimed are not distinct. 
See also MPEP 804.01, which states: 

35 U S C 121, third sentence, provides that wherein the Office 
requires restriction, the patent of either the parent or any divisiona, 
application thereof —no. ^^S^ ^ 
oaTe^aslrrnVo n^on or^.idity in such cases imposes a 

tor restriction wi.c.c ar nnipsced in m ght result in the 

in different language and which, if acquiescea in, miy 
issuance of several patents for the same invent.on. 
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Therefore, withdrawal of the requirement for restriction as between groups 
l-lll. and most particularly, as between groups I and II, is respectfully requested. 

* * * 

In view of the remarks herein, reconsideration of the requirement for 
restriction and examination of all Cairns on the merits are respectfully requested. 
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